riw'^"'*" ^UDlication 
oi t«S»sDocument 2^ 



PCX 

INTERNATIONAL APPLICATTON PUBLISHED UNDER THE PATENT COOPERATION TREATY (PCT) 



WORLD INTELLECTUAL PROPERTY ORGANIZATION 
iDCemaUonai Bureau 



(51) International Patent Classification ^ : 

C07H 21/04, 21/02, C07K 13/00, C12Q 
1/68 



Al 



(11) International Poblkation Number: WO 94/18222 

(43) International Publication Date: 18 August 1994 (18X)8.94) 



(21) International AppBcation Number: FCr/US94/D1360 

(22) International FiGng Date: 8 Febniaiy 1994 (08.(K2^4) 



C30) Priority Data: 
08/015^24 



9 Fdnuaiy 1993 (09.02.93) US 



(71) Applicant: THE JOHNS HOPKINS UNIVERSTTY SCHOOL 

OF MEDONE [US/US]; 550 Noitfa Broadway, Baltimore, 
MD 21205 (US). 

(72) Inventors: COFFEY, Donald, S.; 1212 Oak Cioft Road, 

Lutfaervillc, MD 21093 (US). PARTOJ, Ala n, W.; 7 Hedge- 
fold Court, Baltimore, MD 21236 (US). (jETZENBERG, 
Robert, H4 244 Gieens Fam Road, Bxanfovd, CT 06405 
(US). 



(81) Designated States: CA, JP, Euippeas patent (AT, BE, CH, DE, 
DK, ES, FR, GB, GR, IE, IT, LU, MC, NL, FT, S©. 



PabOshed 

WiDft intemoHtmal search report 



(74) Agents: WEIHERELL, John, R. et aL; Spensley Horn Jubas 
& Lubitz, 1880 Century P&iic East, Fiitfa floor, Los Angeles, 
CA 90067 (US). 



(54)11tie: NUCLEAR MATRIX FROIEINS 
(57)AbstnH:t 



Nudear matzix proteins (NMP) which are characterized by a defined expression in tissue are provided. These NMPs are uscfol 
maiiun in diagnodng and monitoring die stage of malignancy of a cdl and treating cell piolifeadve disorders associated with die NMP. 
Also provided are substantially purified polypeptides and nucleotide sequences enbocSng the NMPs of the invention. 



Cited Document 2. 



a2)B7^mmff u p) 02) ^ ^ 4t |t ^ ^ (a) 



i^S¥8- 508396 

(43)4iaB ¥«8^(1996)9^10B 



(51)IntCl.' 
C12N 15/09 
A6 1K 31/70 
39/395 

48/00 



ADU 



9162-4B 
8314-4C 
9284 -4C 
9284 -4 C 
8314-4C 



FI . 
CI 2N 
A6 IK 



15/00 
31/70 
39/395 



48/00 



ADU 

D 

N 

(^53g) A»M)ifi< 





4$n76-518284 




■If i?3->X ^•:/^>X 


(86) mamB 










¥*R7^(1995)8 ^9H 




T;>iU*-&*H 21205 ;)i'J-9>K« 


(86)SIIRttlB#^ 


P.CT/US 94/0 136 0 




A;1^^7. T^a.-. 




W094/1 8222 




T2fmm 




SPIK 6 ^(1994) 8^180 








0 8/0 1 5, 624 




7;lU*-^lRa 21093 ^U-9>H« 




1993^2^9 B 








im (US) 




.12121^ 




EP(AT, BE. CH, DE. 




*i± tm. (^2«) . 


DK, ES. FR. 


GB, GR, IE, IT, LU, M 






C, NL, PT, SE). CA, JP 















(54) [«W®€«5] «vhUyi^X^'>/^i'|| 



(57) LSiK)] 

^rh^^vif7>^^>/^i;m (nmp) saftr*. 
NMP tnmLitm&mw&m&'&m»ri>iSi<D^m 



(2) #8^8-5 08 3 96 

I. NPB-l, NPB-2, NPB-3, NPB-4, NPB-5. NPB- 
6..NPB-7, NP-1. NP-2, NP-3. BPC-1, BPC-2, B 

pc-3*5ci;t/pc-i <t ^i$.^m:i^ibmi-£ixti^yy<^m^<i^^(^m^m^< 

o 

5. BiI|Bt?WN°^M;65BPC-l. BPC-2, B P C- 3fc^ JltJ^P C- 1 J: 19 

9. tulE^'>/^°i5'W;6^NPB- 1, NPB-2. NPB-3, NPB-4, NP 
B-5. NPB-6*3«tr/NPB-7 J; •9fi£5S^>5^b^f^tl/S, ff^^SSldfE^ 

Ko . 

II. HtrlE;5':/^^'^®36^NP- 1. NP-2*5j;t5NP-3 iOfifeSS^id^Pjii^tb 
5, W*3llO(c|E«tO^ w^^'Ko 

12. It^^ 1 O 3 - Kf ^> *ili|t^ ^ 

13. »j^iSl2(^;iKy 5C ^ w;^^ K<^ii>/.e< i t>-^^S:-^ti'^^7'D'-:5^o 

14. ^Ky^^iJ' i/:t^K355DNA-efc5. §f *3ll2lc:|E^(^;^ ^ ^ ^ u-:^^ K„ 

15. /Ky^^i^^ i^^^M^RNA-efe^). ft*Jll2i;:|E-^£^^y ^^5^ u;^^ Ko 



(3) i|tS¥8-50 8 3 9 6 

16. ffJit^l2W;<Ky^i5' U;t5=-K^-^tp^±*fflR 

19. -<i^ ^-a^^^ ?v7.x'h^^ mimm^uML(D-<i; 

20. !>-r/V;^;6^RNA'>-l';U;^T*fc5v ff*5l9(-fEm<^^i5'i?-o 

21. Rl^A^^;V7.ii^]yY^^>(/\^7.X'h^. ^^520j;:|Bit(D^^ jj'-^ 

22. -<i5'i?-;as=iD^K^tS:mT-fc5. lt*3ll8(J:E«0-<>5'^-„ 

23. :=^ti^ h^>ji^mkt>Vifsy-J>,Xh^. lt5j^^22lC|Ett(7)-<i^^-<. 

24. y:.Ky-i.i65;$:W6<]{c:^e<3#^tt-CfcS. ff*]S23t';:|Eit<0-<^ iJ'-o 

25. y :^y-A:65j5|^J^6<]|::^6«Jlg^ (targeting) ^tlS, ^*3S24lc:|a«<D 

28. :^«^«]j^i;;^6<]ig^:i5t6ft6<]Tfc5, ff5l^:S26{^E«<?)-<i5^i5'-o 

36. .ms^mM^mBtm±m^<DmM^^h?>..m^^35^lzmm(D:}Jmo■ 
38. mmim^i>m^x*i}^. m^^35izt&m<D:^mo 

39. mm^DNAX'h^. tf*^38lCia«W;^i£„ 



(4) i|#gqz8-5 08 39 6 

43. -^a-zfr^mmx-h?}. m^mA2i^wM(D:)5mo 

44. :/P-7*dS^{^:T?fe5. ff^«42{^|Em<^;^)*c 

45. ^^t::6S7Ky ^ :^y^r♦fe5. il*3l44{;:|HS<^:&?feo 

46. iJ'D— :^y^T♦fc5. f|5i^3f44f::Eic(75^&o 

47. 7°p-y:^|S;^m■C#5J;5^-^ii£$i^-CV^5^ ft*3g42{::|B«o;^jfeo 

49. NPB-1. NPB-2, NPB-3. NPB-4, NPB-5. NPB- 
6. NPB-7. NP-1. NP-2, NP-3. BPC-1. BPC-2. B 

p c- sis^w c- 1 ^?>mii^^mfititi^ i^^<^ntmj&'^n hti?>m 

flSitmtt^Sf^f&^^fe-Cfcor. m^B^h^&^i^. NPB-l, NPB- 
2. NPB-3, NPB-4, NPB-5. NPB-6, NPB-7. NP-1 
, NP-2. NP-3. BPC-1. BPC-2, B P C - 3 *5 J:T>*P C - 1 J: 
'0^^m^lbm\tflfz^l^y<^M(r>f^i^^^m (modulate) "f-^. ^m±^Wi 

51. ^^:«>s-b:i^;^7Ky ^ ^ KIB^iJ-efeS. W5i^il49.t;i|Emo;^ifec 

52. VWi^Wf^^^. lf*]S49(;iia«t(^^&„ 

53. iiif^cds^/^'p— §f*3l52lJ:fE«tO;^&o 

54. iffljiati?iitt^S^^^^m^<^^^t-fc5. fW5i<Ji49f;ifE^©:& 



(5) i|t^¥8-5 08 3 9 6 

59. RNA'^^jVT.muhrify^Ji-T.X^h^s ft 3j^3l58{^|E«cC^;^fe 

60. M^m^Tc hxh^. m^mmLum<^:ffmo 

62. tulBOf^ffl;iSNMP(^plST-ibS> M*3l6Uc:|E*&(D^^o 

63. NMP;5SBPC-1. BPC-2. B P C- 3*5j:tJ5p C- 1 i 

64. HuE<^M;65NMP<7)$iM-C-fe5. i»*^6iJcESo;^?£o 

65. NMPd5NP-l. NP-2joJ:t/NP-3 J:l9^SI|;6^ibilfin'5. ft* 
564{;ifBit«?5;^?£o 

66. m^mi(D^^^y<-i^mtmTMLtcmmmmmmB(Dmmtfj:^ 

67. .^MJiat4fi56^)-;65^y^:/5"KT*fei9x 7"D-^;65^^zf:T*fc5. Il*3i66(;: 

68. *|BiiSttfi)c^;6^«^6^T'& ^) . yp-:/d^7Ky5^i5' V;^-f^K/>-r:/y iZ-f-^ 



1 



(6) #$¥8-5 08 3 9 6 

h V (nuclear matrixprotein : NMP) 



(7) ^^^8-5083 9 6 

(NMP) fi. «T'Oml5^^^^cDM{^*5Vv-cfc;5^£tiJ^;^/c 

\m^}R.mm (CEA) (Du-< 

jfem t"<^ c E A<7)fi:(i r b (Dim(ommt^.it.\-m^ t^mmm^ fo i5\ 

^S^^?5^6^J{;:MI±i Lfc^Tit^ro v^;p;55vn t Jit 0 (STi-.5o C E A i^^/vt^^^ 

±#i-Sr <!rMtt«cDM^Eft1-6o L;^)^L. CE A}i{^{^^T(7)^A^- 
^irnmm^t^X^<<Dmit^^m'\^mB^\^is\,^X±^ir^o C 

EAiri^^tc, ^(Di&Tnm(Dmi[:\:i.^(o^±m-inm\^mm^h^o 2, 



(8) #g¥8-5 08 3 9 6 

±i&Ufc:r i: ^#«-t5 1 / <t ^metJ^fe^Bf^ ^m*5 J^tJ'f&^&^^lgJCii- 
tcmUm^^<^-yi:^ir^mWJ:m-^hV y'!^y^^y^<ii^W (NMP) (Z)^^ 

NPB-3, NPB-4, NPB-5. NPB-6, NPB-7, NP-1. N 
P-2, NP-3. BPC-1. BPC-2..BPC-3*5j;tJ«PC- l<^V^-f 

MM (NBP) . S:14(Dig«tu5£Sim»^J:tJ«^tt<7)ml5iM^ (BPC 

NM p f*. mm^^^ tNMF Ki^^-t^pm t ^mfs^ ^its r ^ ^ ?>w^ 

. 3^^§gfi^fc. NPB-l, NPB-2. NPB-3, NPB-4. NPB- 
5. NPB-6. NPB-7. NP-1. NP-2. NP-3. BPC-1, B 
PC-2. BPC-3:JoJ;U^PC-l(cPii L/cJfflMmtt^^EW?^^:^^^^ 

mi\t. lESt vmtLm. (a) . ^ttBuMigfM.(B) -i^^xfrntLm-m (c 



(9) ' 4*S¥8-508 3 96 

p H , Bjpc - B p H43 J: nm^m^s PC -m^m&. kp - 1,000 

C0^(^)5^^S> SDS-PAGE - Kxi^y^a^":^ hV 'I^J^.-t^VT^ V Jl'T % 

/^MS^II. B PH:JoJ:?JfBu5i:ii^©±7^j;jji.i^#^6*j;^^ h.y y ^5'^^ WN'iJ'KcD 
mm&iao : kP - 1 . 0 0 0 (DiiL<D^^m. SPS-PAGE - i^/l-SilE 

®3tt. I^/jiMM (iE^) 7!>^h^ik(Dm^miBim^ (BPH) 

^mm. •^w.mz.nn^m-^v^) yi^^^yy^-s^n (nmp) tfcu-^cDii 

^ h^^.$l^i-5o fJ^i5'i^^^°i5'KflNPB- 1. NPB-2, NPB 
-3. NPB-4, NPB-5. NPB-6, NPB-7. NP-1, NP-2 
. NP-3. BPC-1. BPC-2, BPC-3*5j;0PC-l 



(10) i|#S¥8-5 08 3 96 

jov^T. lEmm (m^i) mm2) (Dmrn^^rsLthi^^tK ^tzn 

ffffM mm 3) (Dmm^T^-to *W5N^^»^'-e;BV^6 mMf^ (hyperplasia) 

iESMi:^ti5i?f«im (NPB) (^mt) cDM:^(^*5VN-cmii^m^-?^- 

:^^^-r^^^^(D^:yy<^Wt\.Xii, NPB-l. NPB-2, npb-3, 
NPB -4, NPB-5, NPB-6*5j:t>*NPB-7;5Sfo6o riiflj^^3^/N°i? 

^M^-t^o :^mmm^xm\^^^ (neoplasia) J tnmcfim^mm 
m<>'^*)m^mt^^mmtmi^fi. m^mm^ (anapiasia) (om^^^ 

://N°i^®B PC- 1 . BPC-2*5j:t/BPC-3fi^ttc^i§?l^J55cM^fc«ll 

o ^:/^N°>MNP- 1, NP-2*3j;tJ«NP-3H]ESmi^ (^ffi5^) ^ 

M-t-Sld. BPC-l, BPC-2*5j;t)fBPC-3, ^flKP C- mM.'^ 
mS&tmm^h^. NPB-l. NPB-2, NPB-3, NPB-4. NPB 
-5, NPB-6*5j:tJ«NPB-7 «iE^*3 J;0»t4(^i§?^^*:fc«M3S« 



(11) ^^¥8-50 8 3 9 6 



(12) i|$^¥8-5 0 8 3 9 6 

f^7|tB#rPll4. 885, 236-^43 J; tJ«|im 882. '2£&^\Z.'^m^fl^l5m\^^ 19 

\-t^hflX\j^^fz.hO (M^tfs LXr ^tai^AttSCurrent Protocol 

sin Immunology, ColiganPjj^^, 1992^#fl?.(7) ^ ) o 

y;v^>i-*fc«5t^<7)NMP<7)^^#l3:mi-sy/i^^^lH]iR-r?>o S D S 
P AGEfiLaemnilibt^:^}* (Nature, 227:680, 1970) Jc: L/c/ii^o T^JfeT't 

SDS PAGE:6>tj«DNMP-^WS^«MHPLCl:i36>Jt^ ^?iJx:»fT-fe h 

imnmm^'^mx-h^.. ^(o^m^WLBTx^^'skx.. ^p^(dt±y=-v')j^^ 
5%+TFA (0. 0 8%) ^\z.nmm-^^o wm-fmvt^y ^-^^^ 

ifyh-(y (PTH) ^^^ff^gfc^sggLfci^-i^^^f— j-#A-r^o 

ff^/jJNMPm«H±^y-<:^^KSr = -Ki-5DNA. cDNA. 
RNAOJ; 5?i5' K^^il^-tSc *^0^ONMP<73^<4c*fctt«Stg 

tbT«p^(7)fi)f^(DNMPjci|#^(Dmiit^m^~^°i5'-^^*l'PS'5 , t'^-h^mn 



(13) #^2]l8-5 0 8 3 9 6 

(D^M^mM^^ w t i)^x^ ^±X(r>rv^^V7.if.^) \^^^ KSr-a-^i-s 

^^)^:=.^y)f^ j3it>-3) jK U p< 7 — ^^g^RjS (PGR) i S-^^d^-^^tb 

(^Jx.ffs LTrr{;i^ai^Atv5 Current Protocols in Molecul 

ar Biology, AusubelbSft, 1989^#,^(Dr i:) o 

. :*:^l^(DNMPt:^-KLTV^^^l#^DNAi^^lJ(^MII^i^ (1) ^/ADN 

tt-r5DNA@a^ij(Z){b^^i!i5t. *3j;u5 (3) ni^vi--mm^hmk-^fit:im 

RNAWii^fe^{^J;5i:;$:^DNAga^iJ(Din vitro-g^^. {c J; oT#5 r ;6ST* 
tSo t^^O^-^fdfi. mRNA(Z)Z:*^DNA^Slifr:i5^ll6*lW^$iX. r 
^L{i-i^^fi<J^::cDNAilqi^ii^•rv^5<. m^;tfe■CfflV^S^I#^DNA^S?|J^M^ • 

DN Asa?ij(D-^^(i. s 6<)cod< y Km^t^T ^ / i?^s<7):^ia?ij*s*p b 



(14) #«¥8-5 08 3 9 6 

DNA*fcttRNA7°D - >^'ia?ij<^{^^ilr , D N A/D N A/N-f ^ li ^-f if — > 

5) lC*3V^TSi^T?t5;{l='t L^^'iCV^ (Jayb, Nucleic AcidResearch, 11:232 
5, 1983) o 

rii^t/w^cfef^tt> -;*:mDNA^fc^i^tt^*i^DNA^fflv^-C/^^:/y ^-T 
L r V ^ S y --Jy^ K{:: 5 m R N A <7)»*s^ i?feT/>7^? V ^-^Jis&lliWilsfJc: S 

^-rs c DNA:^ D-^(75i^m{rwffi-cfoSo ^#m7:ci^-a-^3ttt5fcJ?)<7)M 

p-^^;I*|•i-5^6<JDNA(^/^-r•7'y ^^r-e-v^a :^liJ;oT, #M6^cDNA 
(DiS' h7v';t:/y7^-{^J;^"I^'ft:;55"5rigir?i(:6 (Wallace^. N 
ucleic Acid Research, 9 : 879, 1981) o 

NMP-^^cDNA^-r^y y-{l. ^^^^J'j^cDNASr^PSJ^ll&J^aAL 
cDNAa^^^;5S^mUXMti*SftS$tb5fc:4e)<^+5^'''j:^ra^-^;t, titx. 



(15) !t$S¥8-50 8 3 9 6 

^^mcomWi'D'ti AiB^iJ f4*«&<) {j: NM P o^lfP* t:=^-Y-t^(D 
X\ i^>^^n->^|iML. r<^DNA*yt«j^;&-rSDNAiB^lJ*^P)J;l9/h$ 

V^fl, rric:rji^Lfc:*^P^(^ag(^NMP.a^^i66DNAif>i-^fflV^-5rt 
{riot, ^fetl-CVNS^HfiJi^tJ^oJfC. :^NMP§r3-Ki-5DNAia^iJSr 
^^-rs r h ;6S pJIgT-feSo -to J: 5 'fce^S(i^lS#fi^m4, 394, J:r;?>|^. 

ll2|^fFB4. 446. 235-^tC57&-< ^ixT jo 19 . ^CSfert^fi#% LT r ^ KU^Xfl 

7A^gtlioJ;.5'fccDNA|gm7'i'^7 y-.li. NMPJc:*fi-S#m6<3'tcet 
^*:^ffiV>T, 'pfl< i:t-o(^3:fc°h-7'$r;ti-5NMP^-7'^ K(w*|-LTWJ^ 

-Cb^y ^n—tJ^^^%•Xh^< X NMP c DNA(^#i£^:^i-^mgi^^^tU 



(16) #«^8-5 08 3 9 6 

i7^(D^W^-^^m)i^m\>\ '^mi^^mXii<^hf\.X\,^^l5m (Kohrer^, Na 
ture, 256:195, 1975 ; Current Protocols in Molecular Biology, Ausubel et 
al. , 1989) Kl^^X^hfl^o 

:i^D-v hi5^7 7^— izi^v^sr tds-etSo ^(r>i.b-fi:^ ^JTV ^=^^-{ 

B^/cflTresylSttjk-fe^Ti^''-^ (Pharmacia) XZ.^^^^'^Z.h 
Xh?>o r*L(bO@*@5fS-a-^<2|s:{t. ^\,^X^(Dit(D^>y<^m^tt^B^m^h 

/c NM p mm ^m^\atx<^hfix\^^^ mm. tit^\t:tjythxjt:yi^ um 

NMP7}f!;^7°f^K^='-Ki-^@B^iJ(^77^=3ryi/-^i^ U;^-^^ K*3 



(17) #S¥8-5 0 8 3 9 6 

, 7'7-r-^-{i77:^^>i/S2^iJi:W:/yiJ^^-^'-v/3>'Sgrft5<^f-+:5>''j^ta 
ffitt^'b^. l/ir^^-NMP^=i-K1-65Ky>?i>l/:^-^K(7)lii|iS^fl^i-t(^, 

>li:^5^(^:^y ^y^^vifr'f- K:/7-r-^-fi> 'g'^^^TV^5Si^^^Pg<^)^^-^l^ 

mmt^xh^. mtm^\^m^^hf\.h. %mi^\z.\%-^(D-fy4-7~n.. nm? 

^ = -KrS3i^y5?^i/;*-^K<7>:ft (-) m:-n\^X^mi^XM . 

y >'iJ^l3:i^<, fci;^fiDNA7Kyp«7— ^K^i^^^j/^^'h (Klenow) /jJif 



(18) i^^qZ8-5 08 3 9 6 

tilt i+) isxxf (-) m7!>^^\:^^o^tihmL<-h!^^tifcmM\ftfcmmt 

^rt^Sr*fe65o ^itlPjO, jlS^Stt^bife^ (ligation activated t. 

ranscription : LAT) . y ;if~if (LC.R) . ^g^S^tt^b (strand di 

splacement activation : SDA) f$.}i^^W. P C R:6^M* LV^:^'<£-efe5o 

LTffiV^btb^ Beaucageb (Tetrahedron Letters 22 : 1859-1862. 1981 

P^(^:^^o-C^v^S r h (DT-^ 5iii|iiro-;^&«ffl#fFll4, 683, i^i%^i.Xf-n 

^4,683,195■^{C7ZtS-<^>tLTV^§7Ky y 7<— Ifil^SJEC (PGR) T'foSo 
;!|s:|gPJ(^NMP(7)#S6^/j:1^m(^@B^iJ$r-^tf*\ fc{i"^AyT*v^6 i^^fjtL 

fiRNA (mRNA^-^tf) ^fflV^5 r ^ ^^T-t ^ r T'DNA^/cfiRN 

A{^-^^*y^:«-:^^^^v^-ft^Tt J:v\ RNA^^ttMi: bTffiv^bttS^-a• 

tl5o ^tl.^'tbO--^0^^'^^pDNA-RNA/^-r>^y y K^fflV^S 



1 



(19) #^¥8-5 0 8 3 9 6 

-a-ti o^SS[*fiK^T' fe o T t J: V \ 

7'£M7t^<!:f£^#M:^/5^ibManiatisfe (Molecular Cloning, 280:281, 1982) 

x^hi^l^mmmt.tc}■i. --y;*-if^ts^^u yj^^ATPi^^^ET-cDNA 

— ifJc:j;5l^i?(7)^<^^iltd3i^/j^SfS^i^{iKuhn Hoffmann-Berling (CSH-Qua 
ntitative Biology, .43:63, 1978) J;oT|Ei&$tbT*3 . RecA^ffll/^Sft 
^{COV^-CfiC.Radding (Ann. Rev. Genetics. 16:405-437, 1982) izU^Hi^h 

So 



(20) #^¥8-5 0 8 3 9 6 

X^Tdrv'y V';^-^KHy dATP, dCTP, dGTPioitJ^d 



(21) il$S5p8-5 0 8 3 9 6 

5*-CO?aST-^i:5 5o Vit-d^^X fztx.it, DNAT^y ^7— 

mi±^ni^'t^mL-['^fim^\^±^^'&tzum^m^titz(Dib\c:f7y('^ 
hmi^u mm<D-:^mi^'^^xmnhh^--:^(Dmmm^^t^o ^(om.m(n>'^ 



(22) 



!|#«5P8-508 3 9 6 



*^0^O;^&(I<t«9±ltg^fTofciE?lJ«. PGR. :tD =fv-$ijpg (Saikib ' 
, Bio/Technology, 3:1008-1012, 1985) . M^A^^i^^^^]) ^ 

K (A SO) T'D— T'^^^ff (Conner Proc.Natl. Acad. Sci. USA, 80 : 278. 
1983) , :t]) =^^^ l^^f-^T^f^fl^ (OLA) (Landegrenb. Science, 241 

: 1077, 1988) ^(D^OX ^ ^^^(DDN AmW^m^m'^m^hfl^:fj^(D , 

NMP?r=i-K1-5DNAffi?yft. DNA^Irji.^JJe?iim{c:#A-rSi t 

. m^$^'^x.i^{^^*DNA/is^g£l^X'i^iit6^)^;l^*^$^i^6m^<^;^^5fe^i^ll# 
;*:|§PJ^c^5V^T. NMPJi^y^?^ ^';^-^KBH^J^£:iiam;il&m'<^'15'-{-#A■r 
7 2^|gm^^^— (Rosenberg^, Gene 56 : 125, 1987) , %^W6>^Wm^^\-^ 
5lim<7)fci?)(DpMSXND^5|^iJ'i?— (Lee and Nathans, J. Biol. Chem. 



(23) #S¥8-5 08 3 9 6 

263:3521. 1988) ii^rl^M^l^^n ?>?&^(Ofc}i>(D^<^ =lU ^ y( ^l^P^^'M 

^—J^-t^^tii^X^^. t 5— o(D;^?£«v-$T^'>'i'yu^40 (SV40) ^f-fi 
o (Eukaryotic Viral Vectors, Cold Spring HarborLaboratory, Gluzman ed. 



(24) #g^8-5 08 3 9 6 

, 1982) b 

eiti^T^C5-r'<TO*°y-<7°^ K{±. NMP©^i^^6t)?Stt:4^#^£i-^ll'5 . 

/|5:|ie^<7)'<:/f^ Kfi. Merrifield, J. Am. Chem. Soc. , 85:2149, 1962) 
•O^Stewart and Young, Solid Phase Peptides Synthesi (Freeman, San Francis 
CO, 1969, pp. 27-62) M^P^i^■CV^?). 0. 1~1. OmMolT 5 g ^^K y ^— 



(25) #S¥8-5 0 83 9 6 

m<Dfcif>(D-^^^<Dm^\^i^n^m(D:^'^^^fj:-mu^^^^tx\,^^xh 

h y — (Husef), Science. 246 : 1275-1281. 1989) . *3<t 
XJ^\^ hijii^l^y^^h]}— (Mullinaxb, Proc. Natl. Acad. Sci. , 87:8095-809 
9, . 

1990) i)^ h (OFahWin(Dm^t>^t 7 7 y - ^IS^ $-a:5fc^!!>{^lfflv^P,i^-C# 

(Dhht^zi^m^^fiitv V t(D^^^^:Lmml^tlfto nmti-?>'^y i^u- 



(26) i|tg¥8-5 08 3 9 6 

<^S^S<^l¥^'fflfiMonoclonal Antibodies-Hybridomas : A New Dimension in Biolo 
gicalAnalysis, Edited by Roger H. Kennett . Plenum Press, 1980 ; iaXXf^ 
igi|^f|:^4. 172. 174-^^ LT r r liim^AtlS) ^;li£-<bt^ 

mmn. u-£l m c^iESimia ti-iht>^ tcff^m^&^ii x um^^mmj^^m 

^Pi-S" i:V^5ffil§«. NMPdS^ji^(J:|gaLTVN5i#<^.NMP^m<^3il] 

$IJ. ^/cf4. m''P\^^^\^Xi^^t^<DNMPm^<Dm^. t.fcit^^LtzNM 
PiP'Z<D:>fs])^-:r^ KCO^^S•C*55^-a•(^NMP(7)^^(D.ii§S^W^^L/ctJ(7) 
T?fc5o «i|mtt^S:a5NMP^m^M#LTV^5a:t (fci!^fi*BPC-l 

. 2, 3fcj:t;«pc-i) . T>'f •fe>';^NMP;}<y w^Tf" Ksa^ij^fcfiN 

<i^|gm*/c«^NMP7K!;-<-/^ K {fck7L\fs NPB l-y^octt/NP-l 
-3) (D%'^tm^ii^h^^'^\^\t. 'fe:^x^NMPxKy^r5^ l^:^^hWlJ (DN 

NMPS:|g3^UTV^5J6^'^fcfiNMPia5i^A^to^liafie$^^i^ 
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. -ax^, '^mt-^!^. ^mmmt^i^. im^itit^m. ^m^i^-h^m. ^ti 
tMt. mM*fc«^>^ii:\ NMPMMisiimt»somf^ir^i-«^^tp;&> 

$ {lKE'<fc;$:|l§igoi|#^ONMP ^limi-^mtfcttNMP M^^iNflllSii 
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^mx-mm^fi^. ^M./T^y±^^(Dmmiz.mLx\^^^. ^bfd. ri^6)<D-r 

^mi^^k^T^z-feT'l'^^i?), BUJi (forward) , i^^T (reverse) , K 
7l^y:/D t°Ui^, d<!) 315^1^ ■r=^;^h7i^. rXy—^. H 
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ifcttiil gOl, I g G 2 a . I g M 



(30) !|t$5iZ8-5 08 3 96 

(^fiO. Img/m ;6^fc^200mg/ni . ^['bM'S bV^(7)ft*^0. Img/m ;d>^^10mg/in 

, # ;i htitim^o ^ T'J;: i o T m W ^Ife'tf t> fc it tiff h 

in vivo#^ofc*(7)^^cl^ttlIl^t7c^il:il^^c*ote<^teJ^^sm^i^ islc 

5l-*r5-<*:"efe5o 3SSl6<]J;ifi. in vivo3g^^^fflv^bi^S^!^^l^^4ll^7c^^i 
'B'lgS(ti^^^i^>'MJT5>'-<i/^g^^ (DTP A) *5J;tJ?3i^i^:/i^T$:^ 

T^h^g^^ (EDTA) :i^J^nmU(Di^^fj:t'(D.r.'Sm^^l^~-hMXh^o * 

HI 97 67 68 72 89 201 

In, Ru, . Ga. Ga, As, Zr*3j;T^ T 1 dSfc2>„ 

:^^m(D^y ^^-^-r^i^tjim-i. mm.^f^mm (mrd *fc«m^^f:/* 

Hi (E s R) tc:*5tt ^ i 9 f-. in vivo^ircD i ^^(Dfci^tCl^iKttlRlW^^^SSS 



(31) it#S¥8-5 08 3 9 6 

1S7 55 162 B2 • 56 

T^miat Gd, Mn. Dy,. C r idJiXJ^ F ei^^^fl^So 

■^^P-^T' (Douillardfj, Hybridoma, 5 Supp. 1 : S 139. 1986) , 

(moiety) ?rffiV^5 ^ ^ -CfeSo :itlt)0;^'<— »^-^^ (moiety) 
tttfcfipJl^tt (Dienerb. Science. 231 : 148. 1986) f>-etj J: < . t^S: . 

y<^m^(Dmm^^t^o "^^'-^y<^«^mm" t\^^^mmnti.i:^t£-^^ h-^ 



(32) !|^*5lZ8-5 08 3 9 6 

ft, ^^M^^^ (immunomodulator) *5 J" W(^ftilc0^^^f£:#3li[^^J (modifie 

r) ^-tti-o "^i^jt^^^mm" i: V ^ 5 ^iif-i, 7iF:^m(D^ y a -i-ji^mm^ 
tpo V yt^:^-i yitmm^w.m'^. ^y-^f-u^^y, v^t^h^-yy. -^^^ 

znPyft. a4y'}'—y:^^y. i3^^^^— 7aiP>'ioJ;t/y^>^— 73iPy 

mm\^hfz^x\%. mmmi^(D^^ii i:nm^jm(o'ic'm. t n^fi iromm k 
ctoT. h^moT^ y ^ 4 y'im(DT4 y ^ ^ y X ^ ^M*uv^i:^^^ ^^jas 

212 

125 131 90 67 212 211 212 

'^ni^7m(o>mt. i. i. y. cu. bi, At, Pb 

47 109 6S 188 

Sc. Pd, Znjoit/ Re-T?fe5o 

h^o ^<(Du^fyni^itms&^mM^'^^ikm^mwi-t^m:t]^h-^o 



(33) !^^^^8 - 5 0 8 3 9 6 

(Cj:oT^g^ix5^r#<^^KT*feSo v'^T y T#SH(x)rynebacterium diph 

iat^ihi^x\,^^i!)^^tinmM>i^mpi!f>ibfi?>xh^Oo 

. ^mmmu is^xm(D^<^^i^ft^^^wM (modifier) i>^hfj:^mmmms. 

^i^>^i-^U^^'^^^iti-^ (Greinerib. Science. 235:895, 1987) „ 

VMl^ *^ia<D*y^o iim^it:ffi^-^-^ —7 > t m^-t 

o 

•:^/v^^*:<7) 1-60 fltc^^-rs r ;JST't 5„ ?&if^J<^S#«, -fi^O^^ffi^^cT) 



(34) #«^8- 5.08 3 9 6 

Wolff Biophysical Acta, 802 : 259, 1984) „ 

^t::j;oT^^$ti9s<. ^mm\^x^xmm^mxh 

tm^'^i:>'^x^^'r?>m^it. in vivo^m^ M-'j'i^'if\^mm^ti?>m-Sii^ 
mmir^x<o^\^^mmmmx^^o 
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-a-tts it*^w-rss#t-NMP$r='-Ki--5:^ig@a^ij (-fe^^^) ^s^-rsr 

f::^t-C^Sti6<]/.eDNA^^tftRNA:J^^=^-efo5 (Weintraub. Scientific Amer 
ican, 262: 40, 1990) , mW^Xri^'f--^l^:^1^m-t^^'^-t^mR^Aty^-< 
^y^J^-rXL, 2;*:m^^^Sr?^fi£i-Sc »fi22|s:^5^;tCi-mRNASrlH|RL>^C 

V^OT^ T>^-fe^7^^M{imRNA(7)SiR^S;5Si-5o ^1 5i@(7)5?i5' l^;^^ 

^yS:tl6<)(7)NMPm^*lfllia{c:2|tAUyt^l^:^#VN^jiaj; 0 ^Rg®$r^:ii- 
:Lti^{i^fi\^^ii^^Xlh^o ite^<7)in,vitrpjBfR^PlJti-5yh*j3:T>'^-1r>';^ 
?5fe^fflV>S:i i:«^5>|?T-f4^^3lT*feS (Marcus-Sakura, Anal. Bidchem. , 172 

: 289. 1988) „ 

{a<7);^i5fe-ei|#m6*]i-^^i-stg;^^^1-SRNA^5-^-efo5„ itLb<^RNA$r 



(36) #^^8-5 08 3 9 6 

-CfeS (Cech, J. Amer. Med. Assn. , 260:3030, 1988) «, Z(0:)j^(O^Wti:^\j^ ' 

]) Ma-i2^(D&^^f£Mll)^h?)o •t^J:t>hs "rhyH^i- (tetrahyn 

eba) M (Hasselhoff, Nature, 334:585, 1988) ioXX^ F/n^'-^— Kj M 

5 r t {;i J; 9 3i^T*# 5o NMP<7)3g/>|gJI*fett^^# 9 NMP o|§m^# 5 

^ JVT. (MoMuLV) . /N— (HaMuSV) . :^ ?Llfi^ 'J' 

(MuMTV) *5i:r>*7'?xme''l'^^;^ (RSV) Xh^o ^<(Dmm(DUh^^_ 



(37) #*¥8-5 0 8 3 9 6 

;WN-,«^^^^-rSii:tcj; D^tbnSc cK?50:7°7x!;^ hits ^<y¥- 
i>V'!fWmt^^'^'iL^ (encapsidation) CO^oiixJDRN Ai|te^t>ro^a?r RTtS^ 

WiZ.\-i^ fifil;t»^¥2. PA3 1 7*3j;tJ5PAl 2;6S'^^ix5;6S, ^tlbfcltt^PS 



(38) !|#S^8-5 08 3 9 6 

AXl^/MSTfo^o l^(Dmm-A^h^i^-^^ y<*^0. 2~4. OMm(D;>;:#Vvh 
iiS (LUV) it. i<^\^^^:K^^^t^-r^7i(^i^fmm(Dm^fj:nj^^^^jht^ 

-5 (Fraleyb. Trends Biochem. Sci. . 6 :77, 1981) „ nS?LE(]i^^JlSt-:&Px.. 

2) ^;^e<)miJ:blfcL.T. ^6*J^iiSi:^^6<3;6^o|IK^;^t^'^ ; (3) 
fit^^o^a^S^T^.^^^^ (Manninobs Biotechniques, 6 : 682, 1988) o 

* 5" # I c ^-r ^ o 

yi-^T.yT^i^^Mt'k^. :^y^y=^mn> -few:/ai^K, *5j;t;5;^>'^y K 

i!)^^tti?)o mi^^m^£<Dnmn^m^ 1 4~i ste. 6~i 8<@(z>^^ 



(39) #^¥8-5 08 3 9 6 

i^isii^m^^mm^ (re s) <Dmm\^^ifi-t^ u ^i^-j^^^omf^^^nm-t 



(40) 
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-^/i^i^ay-d^t^fi^, ^7i(.^mm(DmtLxit. ^Di^ui^i/,y=i-/K 

•g-^tbSo ^MPe<Jift jJ'>'Wc:tt, i[^l:-:?-hy y v;*f-^ Ki^iif, y 

^tfo ramt;teo»i^. mm±M. ^i^-vim. 

m^nt. Wi^B(Dmii^Amm^is\^^x. bpc-i, bpc-2, pbc- 
3 ^fcfiP c - 1 |§m(-*fLT|5§.^6<jJ^(rij!a^iSfeifi. ^(T^mfigi^-CMai-SHtfi:^ 

r^:;65-Ct5o ^/cH. NP-1. NP- 2^:fcttNP- 30U-<7>^^^=^ — 
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^-a-^-rs^-bds-e^So ^(Di.b^s:^u-y'\-i. utf^^y^<^n^fz.\tm^m 

fi^y ;i \t ^^ir^ vjg-g- ^ f y ;i ^ 4^- ^ -^^^ t;^^-^ L fc 7 1' 
liiS^I^6<)fciJg^tt© (B^pg. T2) MStilSfi (N=i 9) Ct/y-yy 

(Gleason)^^5~9] Ofc«#^^HU5ill&^^^SrSJtS. 
mJ35:M?f^fife (BPH. N=2) (Dfc^bmWL (open) glAZlM^i^^tt 5 2 1 ife 



(42) i^»^8-5 08 3 9 6 

. 2m(DmWl. (open) n±mWWM^O^Mti^^^2 5'>^3 0i/'7J^<r>BPH 

VV y-i^y^^ y^<^W(D^M. FeyiS^XfPenman<Dl3m (Proc. Natl. Aca 
d. Sci. USA, 85:121-125, 1988) \::Lfzi>^^X. VV y ^ ^^^^ ^^^^ 

ii^mvtio ^m-t^ts mmtiii hm^mm^M (imm') \zm^, 

±X 2 lnMy^'•f v^/V U^i^ K (RNAase|aW5^J) ^3 J; 1 inM7 y a: r^/V 

%Tritdn X-100<b^^i^-:>--r XL. lgK*3J;I5Bj^t4^ WN°i?K^ir{[til 

hti^^) ^-JV-y hjl:Lfc„ ±|B<7?^^Sr^tlT{-J: O^^L. ^T^^^^^i^h 

— /I'ttl^^iirfCo Comassie™ Plus;?y/N°i^KT5/irW'^^=^5' h (Pierce, Rock 
ford. ID ^ffiV^T. ^y^-^^^Mg^Sy^L/Co >>-Vvm^M<75!p{iOfc:*. 

h y ^;/i^^^>'^^:?K$r9Mm^. 65niM 3- [ (S-^^^ KT'd tf/k) 
^^/l^T^y) -l-:^o/^V>^/^^l^;t^-^. 2. 2%Mttm^5?Ks *5j;m40niMi^f^ 

— i^TEM^^ib c Investigator 2-\)^ JVi^ T.'r (Milligan/Biosearch, Bedf 
ord, MA) ^^V^-ri«^ti~<$)C7C'J^>mMj^T<»)^llifeUfc (Patton, W.F. b, B 
ioTechniques, 8 : 518-527, 1990) „ 1. 5^ffl<^M*^^fi) (prefocusing) (^^ 
-e, lnmxl8on(?5f^3.— (tube gel) SrfflV^T, 18,000 V-h-T?— JSJCtc^^ 



(43) i|$S5F8-5 08 3 96 

Cfe^ LT43^^fc:10%Tris-i^m iXyUM-t h V i^Du^acry^ (Millipore 
, Co., Bedford. MA) i^5l5it)3ll^ (HTS) y T U ^l-T ^ Km^^fj;^7>^ 

50%p« iJ?v -/^^5J;t>'lO%i^^T'^V^$rl^LfCo^5>^c:^5fe^l^LTff«7K L/c • 
(Dh. bOfsMV^^m (pH7.2) ■r'M«LTd^by/V'^5%i/>'l'i?yl'T/l-xt Ki3 
. J;i;f5inMi?^;*^l>U-r h>'V-CA!LSU;to WrayC);^lfe (Wray, W. fe. Anal. Bioch 
em, 118:197-203, 1981) ^ffiV^T. ^^Vt^mk^Ltz. (Accurate Chemical Co 
., Inc., Westbury, NY) „ 50-^^ i^ t2i/yJ^(bifM-^ h ]) y-i^ l^y^^^Wk^ 
^M:iM^\^tc„ ^y^-^^^^'l-Mmmi. GELCODE (Dacheng, H. J. Cell 
Biol.. 110:569-580, 1990) , ^ ^^^M-^—'^ ^ h^y h (MW 12,400 
~97,400) (Pierce, Rockford, IL) ^rfflV^T^^UySlo ^ll^fi. 

UT'f->'^i-~-^U^aa [pH7. 0~4. 950. (BDH Limited, England) ] ^ffl • 

y v(D^%}f(Dm^\^h-n\.x^h^m'^i 2om\^-o^^x. mwmu'^t^ 

5 6Kdl?pI=6. 5 8(D^://^•^|^ (PC- 1) ft. ^^SL:/h 

i-'<T (14/14) hBu5i:MWfc:s|.tb:fe::65. lEntm^mM. (0/ 
13) *:fc«BPHmife (0/14) {::*5V^rit^<1^W$*LJ^jJ;5^ofc:^'r M) 

UlttiES^^t hiu^rjH (A) . ^tttu3£MM (B) 4Bj;-0'Hu5i:M (C 

y ^ i^ci^i:x:^T^^i^t'^!^mzM^^fiit^=^M.-i^i:-am%M^z.m^\>^xm^ 

(Fey, E.G. Proc. Natl. Acad. Sci. USA, 85:121-125, 1988) . HI 1 
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mm. I^/jit: hfrScli mi a) . thBPH miB) *5j;U?t hmrSz: 

kD- #^1000-CS $ tlfz^^m. SDS-PAGE - v^>'HiilL^-t V V ^ J>^-yi^]) T 

BPH(c(D;i^»L. E^/j^H^I^z:ii*5J:t>*H^I3^M^-^i#^^b/.^v^<^v^5NMP 
, BPH^;:«#:aEL'^^v^t^^5NMP^±J^^;6>oyhe PC~i (^I'Mfi^s 6KdX 

^m£^^6. 5 8) (1. t hBiIllMi|ai^l^(7>^Ebtt> IE^/<Ctfj5i:fi|*5it5B 
PHf->7°/W(7)-r'<T{C-MbT^^L/£;6^ofcNMP=&^fo i^PO^^lC^o . 

M4^#MJ-*5ttSNB P- 1 - 7fciI>'NP- 1 - 3C7)7F^Ett. ^tl^<D 

P- 1 - 3.l3:oVNT#Jc-=e 5"i"x.5o 
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B - B P H 
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(Carter, H.B. J. Urol., 143:742-746, 1990) „ Ashley (Ashley, D..F.B. 
, J. Path. Bact. , 90:217-225, 1965) J^t bt/(CArmitage*J it/Doll (Armitag 
e, P.iSilJ^Doll, R. , Brit. J. Cancer, 8:1-15, 1954) (DmM^W^\^^<S 
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^^trv^^ (Carter, H.B. ^j. J. Urol., 143:742-746, 1990) » 

5*x/U^{5^-t-<5^t:6ST'tSo matt. jE^/.fHU35r|| (Normal) 
55:M?10^ (BPH) -vO, ^fcJi^SiJlS^ (Cancer) -^(^#^|5g6<]iitTO 20(D 

tm^^^k^^mt^o m^<D^^;v (^x;^l) fi. jE»P)BPH-^, ^ 

^A-B) h^fmt^o ||20^x>'V (^x/H I) {is BPH*3J:tJ5^S-'iOii 

tT«S/^5^^^^6t)OT'fe5 9 ^i^ayi-S (m^A-B^^*E-H) o ^ . 

v/N°i>Ky!./K>;/ h>i5BPHjoj;t;«tuS!:MoM;^}::?F^E*fci{i#^EL (NP i-3, 
BPC 1-3) , ^h\^mm^>^<'^%^^°y hi)^witLm&\^(D3i.:^^-^tz\-tyf^ 
■Cfcixli (NPBi-7*:t{lPC-i) , fif^yt^tb^-efc^p ^r^ay^tiSo 
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INTERNATIONAL SEARCH REPORT 



b. .national appUcatiDn No. 
?CTA)SH/W€0 



A. CLASSIFICATION OF SUBJECT MATTER 
irc(S) .*C07H 21AM. 21/02; O07K 13^)0; CUQI/dS 
USCL 536/24.1, 22.1; 530/350; 433/6 

AccQnIiiig to iatenutional Pitcfil CliMifiqiticn O^O or to both i 


mfifffitl cluiifieatioa and IPC 




B. HELDS SEARCHED 


MndnuB d 

VS. : 


ocwHcnbttion Mtrohed fditiifloition lyMD Ibllowod by rtiaifloaiion qfmbals} 
53604.1. 22.1; Jt30O50; 43M 






Elcctroaic da^ kmao ccBMniUcd darinf ifao MternarMwil ipapBh (pMWBof bio tnd, wbcip pwctiohite, lekreh tmrn vttd) 
APS, BIOSIS* CAS 


a MCCMDmCONSlIWUDTOBERELBVAm 


Caicfory* 


Citotiofl of deenmU with fawtieitioa, where sppvopriaiOi of Ibo xdevadi pasaogea 


Rebvitt to claim No. 


Y 


Cancar Rasearch, Volume 51, issued 1991, Getzenberg et 
al., **ldemltication of nuclear matrix proteins in the cancer 
and normal rat prostate", pages 6514'6520« see pages 
6515-BS17. 


1-11, 60-63 


Y 


J. Chromatography, Volume 569, Issued 1991, Cupo, 
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This application is rejected for the reasons stated below. If the Applicant has any 
arguments against the reasons, such arguments should be submitted within three months 
from the dispatch date of diis Notice of Reasons for Rejection. 



1. The inventions claimed in the following claims are not patentable under Japanese 
Patent Law Section 29(2), because they could have been easily made by a person with 
ordinary skill in the art to which the present invention pertains, prior to the filing of this 
application, on the basis of the inventions described in the documents listed below, which 
were distributed in or outside of Japan, prior to the filing of this application. 

2. The inventions claimed in the following claims are not patentable because they fail to 
comply with the requirements under Japanese Patent Law Section 29(1), main paragraph, 
due to the reasons stated below. 

3 . The detailed description of the invention of this application &ils to comply with the 
requirements under Japanese Patent Law Section 36(4), for the reasons mentioned below. 

Reasons (Regarding the cited documents, see List of Cited Documents) 

Rejections: 1 
Claims: 1-28 and 43-46 
Cited Documents: 1-3 
Remarks: 

Cited Document 1 describes two interior nuclear matrix proteins useful as markers 
of malignant cell types and the genes encoding the proteins. Furth^, the document 
discloses that the protein-specific antibodies or the tike are produced and an abnormal cell 
type in the bladder and the like are detected (Specifically, Claims 11-19 and Claims 24-28). 
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Cited Document 2 describes that a nuclear matrix protein fraction was purified 
from a specific cell, the purified product was separated by high resolution two-dimensional 
gel electrophoresis, the protein spots between tissues were compared, and a nuclear matrix 
protein specifically expressed in specific tissues such as prostate cancer was isolated. 

Cited Document 3, a paper from the applicants of the present application, 
describes that the nuclear matrix proteins were extracted from tumor tissues and normal 
tissues of 17 bladder cancer patients, and subjected to high resolution two-dimensional gel 
electrophoresis to obtain nuclear matrix proteins (BLCAl-6) that are specifically expressed 
in bladder cancer. 

It is understood that developing an early diagnosis method for renal cancer and 
obtaining marker molecules that are specifically expressed in renal cancer were the 
problems to be solved at the time of filing the present application. Further, it is 
understood that it would have been afready well known techniques at the time of filing the 
present application to obtain a nuclear matrix protein that is specifically expressed in 
certain cancer tissues and a polynucleotide encoding the protein and to detect cancer in 
certain cancer tissues by using antibodies and the like which bind against the protein (see 
cited Documents 1 -3 , if needed). 

Accordingly it is understood that, for the purpose of solving the above mentioned 
problems, it would have been obvious for those skilled in the art to obtain a nuclear matrix 
protein that is specifically expressed in renal cancer and a polynucleotide encoding the 
protein by applying the above-described well known techniques to tumors and normal 
renal tissues derived &om patients with renal cancer. It would have also been obvious to 
obtam an antibody and such which bind against the protein and to detect renal cancer. 
Further it is understood that providing a kit is a common practice for the skilled person. 

Therefore, it would be obvious for one skilled in the art to arrive at the invention 
of the above mentioned claims based on the description of Cited Documents 1 to 3. 

Rejections: 2 
Claims: 29-38 
Remarks: 

The inventions of claims 29-38 are regarded as methods for treating humans. 
Thus, they are not industrially applicable inventions. 

Rejections: 3 
Remarks: 

(1) The amino acid sequences of the proteins and the nucleotide sequences of 
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the polynucleotides of the inventions of Claims 1-43 are not described. Even if 
considering the common technical knowledge at the time of filing the present application, 
it remains unknown about how the skilled person could provide such products. 
Further, it is understood that one skilled in the art would not be able to provide such 
products without excessive trial and error. 

Therefore, the detailed description of the invention is not described in a manner 
suflBciently clear and complete for the inventions of Claims 1-43 to be carried out by a 
person skilled in the art. 

(2) With respect to the phrase "blocks or enhances the function of an NMP" in 
Claims 39-42, there are no specific descriptions about the fimction of the NMP, specifically, 
RCCA-1, RCCA-2, RCCA-3, RCCA-4, RCCA-5 and RCNL-1, in the detailed description 
of the invention. It is not blown how the fiinctions can be measured. Thus, it is 
understood that, without excessive trial and error, one skilled in the art would not be able 
to identify compositions that blocks or enhances such unknown function of NMP, 

Therefore, the detailed description of the invention is not described in a manner 
sufSciently clear and complete for the inventions of Claims 39-42 to be carried out by a 
person skilled in the art. 

List of Cited Documents 

1 . Japanese Patent Kohyo Publication No. (JP-A) H07-509602 (unexamined Japanese 
national phase publication corresponding to a non-Japanese international publication) 

2. Japanese Patent Kohyo Publication No. (JP-A) H08-S08396 (unexamined Japanese 
national phase publication corresponding to a non- Japanese international publication) 

3. Cancer Res., (1996), voL56, no.7, p.1690-1694 
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